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CLAIMS 

1 Use of a compound according to Formula I in me manufacture of a medicament for the 
treatment of a disease caused by a disturbance in the activity of the androgen receptor, wherein 
Formula I is defined as: 



in which; 

Rj and Ri are the same or different and independently selected from the group consisting of; 
hydrogen, halogen, C,-C 10 alkyl, C,-Cio substituted alkyl, CrCo alkenyl, C 2 -C 10 alkynyl, C,-C, 0 
alkoxy, C-Cio alkenoxy, C,-C, 0 alkynoxy, C,-C,o alkylthio, C,-C 10 alkenylthio, C,-C, 0 
alkynylthio, GrCio arylthio, C,-C,o alkylsulphone, C,-C,o alkenylsulphone, C,-C 10 
alkynylsulphone, C«-C 10 arylsulphone, C,-C 10 alkylsulphoxide, C,-C 10 alkenylsulphoxide, C,-C, 0 
alkynylsulphoxide, Cs-C w arylsulphoxide, C-Co alkylarylthio, C,-C,o alkylarylsulphone, Cl-C l0 
alkylarylsulphoxide, (VGo aryl, or Cs-C*, heteroaryL optionally substituted with 0, 1, 2 or 3 
groups of R 8 which groups may be the same or different; or R, and R 2 may together form a 
C3-C10 cycloalkyl group; 

Ra and R^are the same or different and independently selected from hydrogen, halogen, 
C1-C20 alkyl, C3-C7 cycloalkyl, C2-C4 aBcenyL C2-C4 alkynyl, C1-C4 alkoxy, CrC 4 
alkenoxy, C,-C 4 alkynoxy, C,-C 4 alkylthio, C,-C 4 alkenylthio, C,-C 4 alkynylthio C,=Cio 
alkylsulphone, C1-C0 alkenylsulphone, C-C10 alkynylsulphone, CU. Co arylsulphone, 
C1-C10 alkylsulphoxide, C,-C 10 alkenylsulphoxide, Ci-C w alkynylsulphoxide, C*. C I0 
arylsulphoxide, C1-C10 alkylarylthio, C,-C, 0 alkylarylsulphone, Ci-C, 0 
alkylarylsulphoxide, Crds aryl, CHioheteroaryl optionally substituted with 0, 1, 2 or 
3 groups of R a which groups may be the same or different; or can together form a keto 
group; 

Ri is chosen from the group consisting of; nitro, cyano, -CH 2 CN, -COMe, acetic acid, 
halogen, sulphonic acid, -SOjCHa, aldehyde, carboxylic acid or ester, phosphonic acid 
or ester, 
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Rs is chosen from the group consisting of; hydrogen, C1-C5 alkyl, halogen, CN, CO2H, 
CHF2,CH2ForCF 3 ; 

R 7 is chosen from the group consisting of; H, halogen or C1-C5 alkyl; 

Rs is chosen from the group consisting o£ hydrogen, CrCs alkyl, halogen, CHF 2 , CHJF 
orCF 3 ; 

X is chosen from the group consisting of; -NH-, -O-, -S-, -SO-, -SO2, -Se-, -Te- or -S- 
S- 

Y is chosen from the group consisting of; hydrogen, hydroxy, -CH20H, methoxy, NH 2 , 
unbranched, branched or cyclic C r C s alkyl, unbranched, branched or cyclic -NH(Cj.C 
8 ); unbranched, branched or cyclic N(C,-G0 2 , -NHCOaryl), -NCCearyl)* -NH(Ci-Cio. 
heteroaryl), and -N(Cs-C u heteroaryl)2, Cs-C to heteroaryl wherein any of said aryl or 
heteroaryl groups are optionally substituted with up to 3 groups of R B which groups may 
be the same or different; 

Z is chosen from the group consisting of; C, N, or O; 

R» represents a member selected from: hydrogen, halogen, -CN, OH, COjH, CHO, N0 2 , 
-NH 2 , -NH(C,.C 4 ); N(C,.C 4 )2, -NH(C 6 aryl), -N(C 6 aryl^, -NH(Cs-C ,0 heteroaryl), and - 
N(Cs-C 10 heteroaryl)2 ; or a pharmaceutically acceptable salt thereof. 
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2. Use according to claim 1, wherein Rj or/and^ are H, (S)-me%L methyl (R> 
ethyl, (S>ethyt ethyl, (R>propyi, (S>propyl, propyl, (S>butyl, (S>l-nffiflryl-propyl, (S> 
2-mefoyl-propyl, (R>isopropyl, (S)-isopropyl, isopropyl, cyclopentyl, -(CH 2 ) 2SM0, (R> 
CH 2 SCH 2 Fh, ( S ) -ben2yl, 4-chloro-ben2yl , (S)-3-meflryl-l-H-indole or (S)-phenyk 

3. Use according to either of the preceding claims wherein Ra is chosen from 
the group consisting of; hydrogen, methyl, ethyl, phenyl, 3-hydroxy phenyl, 
4-hydroxy phenyl, or forms a keto group together with R». 

4. Use according to any of the preceding claims wherein R* is H, methyl, or 
forms a keto group together with R3. 

5. Use aocorfing to any of thspreceding claims -wherein Rs « NO2, CN, CEfeCN 
orCOaJB; 

6. Use according to any of the preceding claims wherein Rs is Me, or CF 3 ; 

7. Use according to any of fte preceding dairnswherekBa isHorMc; 

g. Use according to any of the pnxttSng claims wheredn Rg is H or methyl; 

9, Use according to atry of <tepiecedmgc3airnswr«dnXBNH; 

10- Useaccc^gtoairyoftteiirecealngcl^ 
(O&CHa) 2, piperidine, or 4-rafco-2r ylajnao; 

11. Use accoiding to any of fees precedmg claims -wherein Z is CR?orN; 

12. Us&*:cairimgto*nwofttetflsced^ 
chosen torn fee gjoup consisting 0$ 

[1^4-Mtto-3-feffiunrorne^ 
($)-2-C4-l«io-3-trifiucnonie^ 
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(S)-2-(4-Nitro-3-toifhKnT>^ 

2-Mefl^-2r(3-hyitaKy^ 

[l-(3-Methyl-4-iri1io-pbmylamm^^ 

(S>2-(3-Mefliyl^-iiitto-pheaylammo>butan-l-ol; 

2-Methyl-2^6-methyl-S-nitro-pyMine-2-ylamino)-propan^ 

[l-(6^Me1byl-5-rdtro-pyrfe 

(S>2-(6-Mefhyl-5-nitio-pyridi^ 2-phenyl-efcanol; 
(S) -2<6-Me%V5-nitro-pyridme-2-yiammo>3-pl^ 
(S)-2<6-Me%l-5-iiitro-pyridin-2-ylan^>butaii- 1 -ol; 

(DL) -3^4-CMoro-pb^-2^me%l-5-i^ -propan-l-ol; 

(S>2<6-Me&yl-5-iiitio-2-pyridm-2-ylamm acid; 

(S)-2<6-Me%l-5-iiitro-pyridm-2-ylamino> 

2-(23-Dim(^l-4-mta>-pheny^ 

(S)-2^3>IMme{hyl-4-nitro-pbmy^ l-ol; 

4-(2-Hydroxy- 1 J-dm)eaytdbylammo>2-^^ 

4-(l-HydroxymeM-cyclopen1^^ 

(S>4Kl-Hydroxymeibyl-<^lopOT^^ 

(R>4K1-Hydiaxymefhyl-^^ 

(S>4-(l-Hydroxymemyl-butyl^ 

[4-((S> 1-Hy(3roxymen^bntylan^^ 

[4-((R> 1 -Hydroxymelhyl-butylam^ 

[4-((S> 1 -Hydroxyme%l-3-me%l-butyl^ 

4-(2-Hy<iroxy-l>diroemyl-e%^ 

6^2-Hydroxy-U-tfmefl^-e%lan^ 

4-(2-Hydroxy- l,l-dime^l-e%lamiao>2,3-dim^ 

and compounds having the formula: 
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0*^ 



a which Eg, Rs and Z arc as defined in the following table: 
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4-(^Hydroxy-Uwlin]e%t<^ «»* 
(6-M$^5-iritio-2-iiyri^ 

2-Me^-N-(6-mc&yl-5-ratiD-pyridin-2-yl ammo>propan-2-ol; 

4- C (R> -a-Hydroxy-l-methyl-ethylamlno) -a -trifluoromethyl -benzonitrile 

4- ( (R) -i-Faran-a-ylmethyl-2-hydroxy- ethylamino) -a-trif luoromethyl-benzonltrile 

(R) -3-Furan-2-yl-a- (s-raethyl-S-nitro-pyridin-a-ylaniino) -propan-l-ol 

2- <6-Methyl-S-nitro-pyridin-2-ylamiuo) -heptan-l-ol 

3- Cyclopentyl-a- (6-methyl-S-nitro-pyridiu-a-ylamino) -propan-l-ol 
2- {e-Methyl-5-nitro-pyridin-2-ylaulfanyl) -ethanol 

II- {4-Fluoro-3-methyl-phenylaraino) -cyclopentyll -methanol 
1- [4-.<a-Hydroxy-l, i- dimethyl -ethylamino) -2 -trifluoromethyl -phenyl! -ethanone 
1- 14- ( (S) -l-Hydroxymethyl-3-methyl-butylamino) -a- trifluoromethyl -phenyl! -ethanone 
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1- 14- (i-Hy«3roxytoethyl-cyclopentylamino) -2-trif luoromethyl-pbenyl] -ethanone 

[1- (4-Methanesulfonyl-3-niethyl-phenylamino) -cyclopentyl] -methanol 
2, 2 -Dimethyl -3- (6-methyl-5-nitro-pyridin-2-ylamino) -propan-l-ol 
2, 2-Dimethyl-3- (3-methyl-4-nitro-phenylamino) -propan-l-ol 

4- ( (R) -i-Benzylsulfanylraethyl-2-hydroxy-ethylamino) -2-trifluoromethyl-benzonitrile 
(R) -2- ( 6 -Methyl-5-nitro-pyridin-2-ylamino) -3-phenylmethanesulf inyl-propan-l-ol 

4- ( (r) -2-Hydroxy-l-phenylmethanesulf inylmethyl-ethylamino) -2-trif luoromethyl-benzon 
itrile 

[1- <4-Nitro-phenylamino) -cyclopentyl] -methanol 
(S) -2- (4-Sitro-phenylamino) -pentan-l-ol 

(S) -4-Methyl-2- (4-nitro-phenylaraino) -pentan-l-ol 



[1- (2-Bromo-4-nitro-phenylamino> -cyclopentyl] - 
(S) -2- (2-Bromo-4-nitro-phenylamino) -pentan-l-ol 
(SJ -2- (2-Bromo-4-nitro-phenylamino) -4-methyl-pentan-l-ol 

13 Use of compound according to claim 1, wherein Ri or Rz is a 

CVCio arythio comprising an aiyl-subsututed sulfur-containing.Ci-C,o alkyl 



14. Use of a compound according to claim 1, wherein 1 n Ri or R 2 the 
alkylsulfur is substituted with aC 6 aryl group. 

15. A pharmaceutical composition containing a compound as defined in Formula I of 
any preceding claim. 
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16. Use according to claim 1 wherein the disease is caused by an increase in 
androgen receptor activity. 

17 Useaccordingtoany of claims 1-14 or 16 wherein the disease is chosen from the 
group consisting of, prostate cancer, lipid abnormalities, cardiovascular disease and 
psychological abnormalities, male pattern baldness (alopecia), benign prostatic 
hyperplasia (BPH) and acne, hirsutism, amenorrha, hypogonadism, anemia, diabetes, 
defects in spermatogenesis, cachexia, osteoporosis, osteopenia, and muscle wastmg. 

18. A compound as defined by Formula I '• 




Formula I 



in which; 

R, and Ra are the same or different and independently selected from the group consisting of; 
hydrogen, halogen, C-Co alkyl, C-Co substituted alkyl, C-Co alkenyl, C-Co alkynyl, C-Co 
alkoxy, C-Co alkenoxy, C-Co alkynoxy, C-Co alkylthio, C-Co alkenylthio, C-Co 
alkynylthio, C-Co arylthio, C-Co alkylsulphone, C-Co alkenylsulphone, C-C 10 
alkynylsulphone, C-Co arylsulphone, C-Co alkylsulphoxide, C-Co alkenylsulphoxide, C-Co 
alkynylsulphoxide, C-Co arylsulphoxide, C-Co alkylarylthio, C-Co alkylarylsulphone, Cl-C 10 
alkylarylsulphoxide, C-Co aryl, or C-Co heteroaryl, optionally substituted with 0, 1, 2 or 3 
groups of R* which groups may be the same or different; or R t and R, may together form a 
C-Co cycloalkyl group; 

R3 and R» are the same or different and independently selected from hydrogen, halogen, 
C-Co alkyl, CrC 7 cycloalkyl, C-C alkenyl, C-C alkynyl, C-C alkoxy, C-C 
alkenoxy, C-C alkynoxy, C-C alkylthio, C-C alkenylfoio, C-C alkynylthio C-C w 
alkylsulphone, C-Co alkenylsulphone, C-Co alkynylsulphone, Cs- Co arylsulphone, 
Cr C w alkylsulphoxide, C-Co alkenylsulphoxide, C-Co alkynylsulphoxide, C. Co 
arylsulphoxide, C-Co alkylaryhhio, C,-C 10 alkylarylsulphone, C1-C0 
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alkylarylsulphoxide, <VC« aryl, Cs-C^heteroaryl optionally substituted with 0, 1, 2 or 
3 groups of R* which groups may be the same or different; or can together form aketo 
group; 

Rs is chosen from the group consisting of; nitro, cyano, -CH 2 CN, -COMe, acetic acid, 
halogen, sulphonic acid, -SO2CH3, aldehyde, carboxyhc acid or ester, phosphonic acid 
or ester, 

Rs is chosen from the group consisting of; hydrogen, C,-C s alkyl, halogen, CN, CO2H, 
CHF2, CH2F or CF 3 ; 

R 7 is chosen from the group consisting of; H, halogen or Ci-Cs alkyU 

Rs is chosen from the group consisting of, hydrogen, C1-C5 alkyl, halogen, CHF 2 , CHjF 
orCF 3 ; 

tr' 

X is chosen from the group consisting of, -NH-, -0-, -S-, -SO-, -SO2, -Se-, -Te- or-S- 
S- 

Y is chosen from the group consisting of; hydrogen, hydroxy, -CH20H, methoxy, NH 2 , 
unbranched, branched or cyclic Ci-Cs alkyl, unbranched, branched or cyclic -NH(G-C 
8 ); unbranched, branched or cyclic N(C,-Cs)2, -NHCQaryl), -NCCfiaryl)* -NH(C,-C 10 
heteroaryl), and -N(Cs-C 10 heteroaryTh, C5.C 10 heteroaryl wherein any of said aryl or 
heteroaryi groups are optionally substituted with up to 3 groups of R" which groups may 
be me same or different; 

Z is chosen from the group consisting of, C, N, or O; 

R» represents a member selected from: hydrogen, halogen, -CN, OH, COaH, CHO, NO2, 
iNH„ -NHCC.C 4); N(C,.C 4)2, -NH(C6 aiyl), -N(C 6 aryl)2, -NHCCC w heteroaryl), and - 
N(Cs.C 10 heteroaryl^ ; or a phannaceutically acceptable salt thereof. 
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with the proviso that the compound is not 

19. A compound according to claim 1 8, wherein R, or/and R2 are H, (S)-methyl, 
methyl, (R)-ethyl, (S>ethyl, ethyl, (R>propyl, (S)-propyl, propyl, (S)-butyl, 
(S>l-methyl-propyl, (S)-2-methyl-propyl, (R>isopropyl, (S)-isopropyl, isopropyl, 
cyclopentyl, -(CH 2 ) 2 SMe, (R)-CH 2 SCH2Ph, (S)-benzyl, 4-chloro-benzyl, 
(S)-3-methyl-l-H-indole or (S>phenyl; 

20. A compound according to either of claims 18 and 19, wherein R3 is chosen from 
the group consisting of; hydrogen, meihyl, ethyl, phenyl, 3-hydroxy phenyl, 
4-hydroxy phenyl, or forms a keto group together with R4. 

21. A compound according to any of claims 18-20, wherein R» is H, methyl, or 
forms a keto group together with R3. 

22. A compound according to any of claim 18-21, wherein Rs is N0 2 , CN, CH 2 CN or 
COzH; 

23. A compound according to any of claims 18-22, wherein Rs is Me, or CF 3 . 

24. A compound according to any of claims 18-23, wherein R is H or Me. 

25. A compound according to any of claims 1 8-24, wherein Rs is H or methyl. 

26. A compound according to any of claims 1 8-25, wherein X is NH. 

27. A compound according to any of claims 18-26, wherein Y is H, -OH, -OMe, -N 
(CH 2 CH 3 ) 2 , piperidime, or 4-mtro-2-ylamino. 

28. A compound according to any of claims 18-27, wherein Z isCR 7 or N. 

29. A compound according to any of claims 18-28, wherein the compound is chosen 
from the group consisting of: 
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tl-(4-Htto-3-trifluoron*^l-p^ 

(£&-2<4-l>Btio-:MrifiuBicnint^^ 1*°% 



(S>2-(4-Mtro-3-trifluoicnnefl^-pheiiylanritio>buto 

2-MefhyW2-(3-bydroxy^mtro-phen^ 

[l-(3-Metnyl-4-mtio-phniybm^ 

(S>2-(3-Mefl9lr4-nitro-pha^ainmo>butaihl-o^ 

2-Methyt-2-(6-methyl-5-nitro-pyridine-2-ylammo^ 

[l-(6-Methyl-S-mtn>-pyiidiiie-2-ylamino)-cyclopm 

(S>2-(6-Methyl-5-mtro-pyiidin-2ylanrino) 2-phenyl-eftanol; 

(S) -2-(6-Methyl- 5-nitrc>-p3nridine-2-ylamino)-3-phenyl-propaii- 1 -ol; 

(S>2-(6-Me^i-5-iritro-pyiklm-2->tomno>bulan-l-ot 

(DL) -3-(4-CHoro-pheny1)-2-(6-m^ -propan-l-ol; 

(S>2-(6-Me%l-5-iiiln>-2-pyiidi^ add; 

(S>2-(6-Mc%l-5-niin>-pyrid^ 

2-(2^-Dime%l-4-nitnvphenylainm^ 

(S>2-(3^-Dim^l-4-mlio-phenylamiiio>bul^ 1 -ol; 

4-(2-Hydioxy-l ,1 -diiui^yl-cfcylfliiuno)-2-lnfluoiouiethyl-bciizonitrilc; 

4-(l -Hydioxymethyl-cyclapentyLmuiio}-2- trifle 

(S)-4-(l-Hydnwyme%l-cy^^ 

0R)-4-(l-Hydn»gnnMfl^butytenino)-2-trifluoro 

(S)-4-(l-Hydioxynietyl-butylan^ 

[4-((S)- 1 -Hydn»tymefhyl-butylammo)-2-tii^^ 

[4-((R)- 1 -Hydroxymeihyl- butylammo)- 2- trifhioroiiirthyl-phenyT] - acetonhrile; 

[4-((S)- 1 -Hydro?QTOe%i-3-me^-butylflmmo>2-liifluo iui wtliy l-phenyI]-acetonitrile; 
4-(2-Hyflwvxy-1 t l -dhnefl^^eflylaioiiio)-2»nieflg^beo z Dn ilri ^ 
6-(2-Hydroxy- lJ-diniefi^e^Iamino}-2-nie%l-nicotiiiomtrilc; 
4-(2-Hydroxy- 1 ,l-dime{hyl-ethylamino>2^-dnnetn^^ 
and compounds having the formula: 




in which Rg, R$ and Z are as defined in the following table: 
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4-(2-Hydroxy- 1 ,1 -dimc%Vc%laiiiiiK)>2-mc9iyl-bcirajic acid; 
(6-Mtfhyl-5-iritro-2-pyridm-2-y^^ methyl ester, 

2-Me%l-N-(6-mefl^5-nita>-pyridin-2-yi ammo>propan-2-ol; 

4- ( (R) -2-Hydro^-l-methyl-ethylamino) -2-trif luoromethyl-benzonitrile 

4- { (R) -l-Furan-2-ylmethyl-2-faydro3«y-ethylan»ino) -2-trif luoromethyl-benzonitrile 

(R) -3-Furan-2-yl-2- (6-raethyl-5-nitro-pyridin-2-ylaraino) -propan-l-ol 

2- (6-Methyl-S-nitro-pyridin-2-ylamino) -heptan-l-ol 

3- Cyclopentyl-2- (s-methyl-5-nitro-pyridin-2-ylamino) -propan-l-ol 
2- (6-Methyl-5-nitro-pyridin-2-ylsulf anyl) -ethanol 

[1- {4-Fluoro-3-methyl-phenylaraino) -cyclopentyl] -methanol 
1- [4- (2-Hydroxy-l, i- dimethyl -ethylamino) -2-trif luoromethyl -phenyl] -ethanone 
1- [4- ( (S) -i-Hydroxymethyl-3-methyl-butylamino) -2-trif luoromethyl -phenyl] -ethan- 
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1- [4- U-Bydroxymethyl-cyclopentylamino) -2 -trif luoromethyl -phenyl] -ethanone 

[1- (4-Methanesulfonyl-3-methyl-phenylamino) -cyclopentyl] -methanol 
2, 2-Dimethyl-3- l6-methyl-5-n±tro-pyridin-2-ylamino) -propan-l-ol 



2, 2-Dimethyl-3- (3-methyl-4-nitro-phenylamino) -propan-l-ol 



4 . ( ( R) -i-Benzylsulf anylmethyl-2 -hydroxy- ethylandno) -2-trlf luoromethyl-benzonitrlle 
(H) -2- (6-Methyl-S-nitro-pyridin-2-ylaniino) -3-phenylmethaneeulf inyl -propan-l-ol 

4- ( (R) -2-Hydroxy-l-phenylmethanesulf inylmethyl-ethylamino) -2-trif luoromethyl-benzon 
itrile 

[X- <4-Nitro-phenylamino) -cyclopentyl] -methanol 
(S) -2- (4-Kltro-phenylamino) -pentan-l-ol 

(SJ -4-Methyl-2- (4-nitro-phenylamino) -pentan-l-ol 
[1- ( 2 -Bromo-4-nitro-phenylamino) -cyclopentyl] -methanol 



(S) -2- (2-Bromo-4-nitro-phenylamlno) -pentan-l-ol 

(S) -2- (2-Bromo-4-nitro-phenylaniino) -4 -methyl -pentan-l-ol 

30. A compound according to any of claims 18-29, wherein R, or R 2 is a C 6 - 
arythio comprising an aryl-substitirted sulfur-containing C,-C, 0 alkyl group. 

31. A compound according to any of claims 18-30, wherein in Ri or Ra the 
alkylsulfur is substituted with a C« aryl group. 
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